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= (54)96QQa>«»: Ib^S^M^itALfcSaiffiM 

^= (57) Abstract: It is intended to provide a medicinal preparation for transferring a chemotherapeutic (preferably an anticancer agent) 
^ into cells or the living body by using a virus envelope vector. Namely, a medicinal preparation containing a virus envelope vec- 
^ tor having a chemotherapeutic encapsulated therein as the active ingredient. Examples of the anticancer agent include bleomycins, 

anthraquinone carcinostatic agents, mitomycins, actinomycins, taxane derivatives, camptothecins, cisplatins, staurosporines, vin- 
VO cristine, streptozotocin, 5-fluorouracil (5-FU) and its derivatives, pirarubicin, dolastatin and pharmacologically acceptable salts 
O thereof. Examples of the virus include sendai virus, retro virus, adenovirus, adeno-associated virus, herpes virus, vaccinia virus, 

pox virus, influenza virus and so on. 
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<S >^ X h U:^h 5-'7;U:^-n'5^'>^K5-FU)fcJ:t/-ta)g|ai<t. e^;uei/>. K^X^5^>(l>olastatin)t5 
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%m^^<D;&^m^m<Dmmmmmm-'^m\zmvx^ a , mmi\zz.n&.±<o 
m(Dmm^^^'^(DiQ%:^-^^-^'biz^mvmmB^zm'r^iz\t. ^K>mnrz 

BMM\z^^±M^<D^^x$> 0 , f)^Ajmm&.^o:)iE'^mm\z hmmMHi^mmv. 
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m^^f3i1^BMoymMi^:^'r2^tf3i^o -^^iz. tn,^\<0^z^i7}V {vesicle) ^<D 

^A^o x:^wM\tM:Wmz\w\PL\t. i^MMi^cDrnxm^^-t^^^'iiit hvj-e 
&sT. ^mm^mmizmmT^o 

:^^m\z^^^x^m-^ni>itmmmit\t. mm\zm.mi^m'r^^^'i'i\:'^m 
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3&^T#. ^W^\z\t':fV^'^^ (Bleomycin) *:/^«^©^a#MJc|^^$ns 
m.> feSV^^'^yav-r (Peplomycin) ^tz.\t^(DWM^mzm^-^n^M^ 

:mm\zf)^ii^^\smmm^^mnii\yx^m-r^m'^. m^^^^t-u^^omwit 

mw.^ptmm<Dm. "^•mu^m. ^ttu>/m wM'^mmm^ 
m^i^^iiifix^. •^^\z^wm\z\t. m^\mit^%h\^xmm. 
mm^^. mm^Mt.\^x±^m. ^wk. umm. mm%^ mmm^ um^m^^ 
mKi^m.moym^\^x=F'B%^ 3mm. ^^^^s^^. mm.^'^w$,(omh\^x 
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^^f). ^-^mm. #spffl. wmm. m^mm^m^i^^t.tfi'^^^. 

V^^Y. y^X^ H^^i5rAbTJifflliaig^A(transfection)tc:fiJffl$n§t)a)T 

35 -So 

)VhB.^'j^^)Vxm. 

Xtaagglutinating Virus of Japan, l^i^T HVJ) ^^Vf ^Cl<i:75^T#So 
^^cfe-fe^^-f •i7^;i/XtbT:Sr#:6<)JcJA> ^J^«VR-105. VR-907#&P.O. Box 
1549. Manassas. VA 20108. USA^EO American Type Culture Collection (ATCC), 
telephone 1-703-365-2700 f)^ e>^At-^ C <h75«T# 

http://www. atcc. org/SearchCatalogs/longview. cfm?view=av. 152376. VR-105&t 
ext=Sendai&max=20 
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http://www. atcc. org/SearchCatalogs/longview. cfiii?view=av. 1375478. VR-907& 
text=Sendai&max=20 

)VXJL>^ti-^^^^-\Z-D\,>X^r)^V<\t. II 2001-286282 

■^^^ (WOOl/57204-^/zJj^). 2002-065278 -^^^^ WO-A 03/014338 
(PCT/JP02/07879)^lc:fB^$nT:feO, Mci^mz\tm^^tWm 2001-286282-^^ 

h>(Triton)X100. y'^^i^u-JVm^itU^o^m. Z3-)m^rMt(Dm^^ 

mi-E^i7^-\zmmM^mx-r^m'^\z\t. mmm^msmizmm-r^o ^ 
:ixmm-r^m.mm\tm.^-^nr. M^ii^m\zmmt. TEM^^domM hUT.. 

ImMEDTA (pH8.0)), i^J >mmmmm^m:MM^Vi^^X^^^^. pH7&t6-9 
:^m^MO^^t bT, mi^m ^ Vi«lli4o^VifeT:JS5§»J^ HVJ-E ^i7^'-\zm 

Ab, in vi tro tcifc^i^ijTi* t>n§ z.t.i3.< wmmz^mn^ 
mMt^z.t.ffix'^^o 
tp.r:Lmy\voWimnmz^\i^x\%. ^mn(o±^^^'xms,<. mm^^-^n 
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-<Dmm^mmmi^<Dmmzmia't^^^<D:^^^um't^z.h-fy^'v^^o ■ 

5. ^m^J^fr^^m^<'5:j!3':7>hfeSvn*WST assay (^^fla(7);^7':7> : 
cell counting kit-8.l^t:^k;#) lcJ;Dff "505&W*UVi. 

in vivoKit;^^f-*5tt^^^«. ^fy;^tfv'j77.o^'^. mmm'^m^^mT 
« sciD -^r^x^^^-rs^j&w^bv^. 

mm^^ i^mM'tmxiyrcmi-E^^^-^mmmmB^fH\zu^iy. jssb^s 

.toT, t>i!)m'VMm\zmMv-::>-oh^mm. %m. mm - i^mm - -^Mmu 
^<Dmimm> mmum i±mB, ^m. nmm, mmm. vmm, pk0^^) . m 
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• mmmi in vitro 

JHfII 2001-286282 ^^^O^M^^J 8 \zm\ 6. OOOHAU/600 /z 1 (6 r^zx;^^^- 

^D^rL-^^rlS. OOOrpm. 15^^. 4'CTj^'L>b, HVJ-E '^i?^-^^*: 
/PBS (5ing/ml) (jfi^yi/rt-^-f : H^ib^) ^?SlcMbfc. $e)ic3a;cO 

Triton-xioo«r2Mim. Tnton-xm (DmmmmoA%(DmM^mmv. ^^\Z 

15^^®^Sbfc.^cDm^PBS^^^* 500)iz 1 W^fco-^^ ^ n^o.-:/^ 15. OOOrpm. 
l^^m^ 4'CT^iiL^b. itlStl«rIRe):^ViJ:-5±m^l^*U PBS 500 m 1 
JjnAfeo H^. "^-r ^7 D^'a.-:/^ 15, OOOrpi, 15 4'CT^'i>b. ttJS*^^ 
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^enfcit^i^^ isojLt 1 <D PBS unmm^ zoni o*^ e :^<d-7-( ^ 

ti'^a.'-Zf\Z^^\yn:o ^^:3.'-Zf\z5iag/m\ tCi^^bfcyDiJ^^ >?5KSI^^Sr 5- 
M K $ e>JC 500m 1 DMEM (Dulbecco Eagle igife) <&llP^fc» 

-(iffibfco 

HVJ-r^l/:t'7-rv'>#; : 1. OOOHAl). :;^W:t'7'r->> 200ng/DMEM 500^1/1 well 
HVJ-PBS;«^ : 1. OOOHAU /DMEM 500iLtl/l well 

1/50 :/lx:f7-l'~>>i^ : :/W:t^-r'» 50jttg/DMEM 500 m1/ 1 well 
1/500 ZfU^^^i^ym : :/W:t^-r >'> 5jLtg/DMEM 500 m1/ 1 well 
1/5. 000 :/U'5j-7-r>'>S^ : ZfU't^^i^> 500ng/DMEM 500 m1/ 1 well 
Al^ : DMEM 

6 ^jDVi/u- h \zmm^iyrc'=?^:^mmmmm, cize tc±iBi«i^^^siP^:^- so 
^m^ix:(Dum.m^\zikm^>m^mm, ioxfcs-^w)5oomi ©^^ff^feo 
37'c<DC02'^mi§4'-e2 B^^Mbfc, 2 Bmz^mmwu^m^^ mm^^o)nm 



mi 











mm: 


1/50 T^^l/rfT-f 


2 


81. 800 


16. 


688 


1/500 >^l/^"7-r>'>S^ 


2 


164. 600 


13. 


859 


1/5. 000:/U:t'7-f-»^ 


2 


196. 800 


15. 


274 




2 


16. 800 




170 


HVj-PBs m 


2 


201, 100 


8. 


627 




2 


220. 100 


23. 


617 
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m]-?Jis^m\z^n^^i^±mmmt. 220, mm. 201. 100 
Sofco mm^cDzrv-^-^^ zyymm^m- (soong. s^g. so/xg) <^^$fflaa^«. 

196.800^0. 164.600<@. 81. 800{@lC*rbT, :/l/:t'7'f v'>HVJ-EMAi^<^^ 
HVJ-PBS^91.4!»;. :/^:t^-rs^> 500ng. 5Mg.50Mg^iOi^.89.4X. 74.881, 33.935 

T^^cjDjc^b, Hvj-E nxm^^i^n^^wmmt-iorti^ 7. ex-e 

:^#<JfeVieii:^#^S^, HVJ-E ^i^^-lcJ:Dll:4^*fflfla{-^AUfe:®^(D^ 
^A'^^lc.fc D aM7a:iiJ^ffi «r?I^^Jl-r cfc -5 ?^m?SiSfiJ^ HVJ-E ^ 

mMm2 in vivo Hife 

6. OOOHAU/eOOAtl HVJ-E ^^a'-$:-8O'C30>e> 34. srtC^b^jilCRT^^kbfcc 
^^©Aofc-^-f 1^05^0.-:/^ 15. OOOrpm. 15 :5>Fb1, 4'C'C3t^i>b, HVJ-E -^^^ 

^-^tmmtix^xm^v. _h«^i^*bfeo #e)nfcttiSi^sr60Mi<^):/w:^ 

i/>/PBS (40mg/ml) ^^ici^^bfeo $ e> f:: l%(0 Tri ton-XlOO 2 m 1 JDA 
Triton-XlOO 0. \%Lfi.^^o\zm^\^. ^'¥\z. 15 r^F^JJcSbi^Co 

^OD^, PBS ^SSS 500m 1 in^fe, -^-r D^aL-:/<& 15. OOOrpm. 15 ^M, 4^ 

-e^^i>b. i:mm^M^U\,^^o ±M^^^=^\^^ PBS SOOm l ijn;l:^o nm. 

•7-r^P5^iL-:/<£ 15. OOOrpm. 15 ^i-Fal, 4t:"C^i5b, ttiS«I^Sr^6^ViJ;-5 

±ts<£i^*bfco tmm^ i20jLti <^PBs jcj^Mbfco 
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m]-'fU^'^^ -yywm-m : 5. OOOHAU. ^V-t^^ 6. Sms/IOOm 1 /BE 
HVJ-PBS ^^-n : 5. OOOHAU /lOOu 1/E 

65i[/g/ml::^l/:t'7-l''»^#a^: :/^:t'7'1'v'>/PBS (65Mg/ml). 100 /il/ 
PBSS^if : IOOmI <^PBS 

ffiCT-26««, 10«FCS-^WDMEM^?SJ;iTliMb, 5x iCiS (IOOmI PBS/E) 

feofeo 5^*1 1 mmmzmmm^ i-^m t.u-z>tiLz.^x. ±.^mmuPt ioom i 
^n'^ti'^^T.mmz.ist^vt^. mmu^w^i^ lo, is, le, 190^(^5^ 



^2 





7 


10 


13 


16 


65Mg/inl 


158.4 
25.4 


413. 70 
71. 20 


754.7 
206. 6 


1234. 6 
332.8 


HVJ-r WT>fy> 


136. 2 
16. 2 


285. 70 
77. 60 


456.7 
116.4 


676. 1 
209.2 


HVJ-PBS 


164.3 
23.8 


362. 20 
73. 70 


688. 1 
143.7 


1083. 1 
243.8 


^5^rL— A (PBS) 


158.7 
33.3 


418. 20 
62.50 


738.7 
97.9 


1277. 7 
162.7 
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T« lOday JCffi^) m'Wb e>n;^ (0 2) . 9 (0 2 TJ* 16day {dffi^. IS^N-S 
# 9 B^ ©JUli^S^^ MaNCDH-^^.^ D#mbfcMm> PBS l. 277lIlm^ 

65 M g/ml BLM S#S^ : 1. 235rf. HVJ-PBS S^i^ : 1. 083nim\ HVJ-BLM : 676inm' 
t^ofe (0 2) c ^%mcr^m:th. PBSJ9:#gf: 65m g/ml BLM HVJ-PBS 

: HVJ-BLM S#i^=OX: 3. 4X: 15. 2X:47. 1% (El 3) t-U-otz.. fV^-^^ 
«rm«B«S«5tcS-%^bfeS^T«> PBS S^g^fcUt-^T 3. 4!«OMliSI/J^^mfc:S 

HVJ-PBS S#ifT«ffi5li^«^/h^m75^* 15. nh.UXi. HVJ-E^i^iJ'-^^T*)* 

s@s®^^j&W86en;^o c:n«Hvj-E \z.:si^m^-^tvTzSiM^mz.^^^n 
numm^^T^^ 47. i%iiUKi. M \^^tn.m9Ji^i)mib e. nrco 

' in vivo ic*3ViTt*. @?^Msim^-:/^':t•7i^>Sril:i^ES#UT'bs^:^^ 

•HVj-E^i'i^-^^fe-et), pvitn;0^**^^*e>n/^co 

HjSfe^gllS in vivo IISI(2) 



(1) tiSaT^tP-O 



11 



wo 2004/039406 ^^PCT/JP2003/013860 

'^^:>^i^mmm^ci-2%mm^. s mi^© BALB/cAnNCrj ^m-^^:^(on^^[^ 
\z^mv. mm^ i^^) ■^'^^ smm tt^^tcWim mm lo m) o. 2 ^^v^^ 

0.4ingAody©y^hv'>a {i^7.Zfy^>, CDDP) ^IMl^JC^lHltS^b. S# 
CD 1 B^t- HVJ-E> » 13. 2ing ^-^Wt* -5 HVJ-E/BLM ^M5Si 

j^t-¥iiis#bfco M3Si^s#® 21 B^icg^bT HVJ-E/BLM (Dmmm^m 



(mg/body) * (mg/110) ** 



HVJ-E^ ^M-Mmm 0 HVJ-E 0 

13mg/tumor HVJ-E/BLM P ^S^^^ 0 HVJ-E/BLM 13 

0. 2ing/body CDDP CDDP 0.2 ^m-Mmm 0 

0. 4ing/body CDDP ffi^ CDDP 0.4 ^M^mm 0 

0.2ing/body CDDP-13mg/tumor HVJ-E/BLM CDDP 0.2 HVJ-E/BLM 13 

0. 4mg/body CDDP-HVJ-E m CDDP 0. 4 HVJ-E 0 



*:>^y?.:/^5">(CDDP)tbT 
** : :/W:t"7-r (BLM) t UT 



(2) 
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2-1) mmm(Dmm 

>h\zm\^rc^. mi^^^^n-DtCo DMEM (lOmS ■^^) ^Sr^*^, 10iiiL(D>J> 

mmm^m^m?^ (pbs) xmm^^^v^ m <d o. 25% h u zfi^y^^xs imoia 
EDTA-2Na-^^PBs<ir^jpb. ^ix^-vmm^mmi^Tco (Dd\mmm^miuWi> 
mm^Mtb. ^'L-^mimii m ^ ^m) \^xmm^m^\^rco ±mf^^^^ 10% 



2-2) 0!iQJig^^^(^ifi9Si 

X3 ^i5fe#b;/to 0. 25% h U Immol/L EDTA-2Na PBS <£:iJ>«^in 

ii>^^ (1000 rpm. 5 ^m) bfcoim^i^*^. PBS izmmvtzonm^'t^^m (looo 

rpm. 5^K)U -h«^I^*^. PBS ^fflV^T 5X IG^^S/mL tCl^Sibfco 



2-3) •7'^;;?.®iiHb 

2-4) 3S«fflJ3S®il^a 

tfV^Vai^lii^cfcmi^if (26G) <£:fflViT, lOO/iL/site (5X IC^H 

/body) 59 m<ommiz^[Hm-¥vrco u-^vrcmB\z 57 i^^^Wim) 

13 



wo 2004/039406 ^^PCT/JP2003/013860 



2-5) wji^om^n 

VU-b^-Dtz.) VTzo (S^) ffi 4. 5~5. Bmin (HS'JM 4. 64—5. 48iiiin) \Zl3.'Dfz.'m 

2-6) 1S:# 

S^(lOOOiLtL) b> ^<D 1 0^{C^ife@|i^KS:lfi3»l^^#(lOOML) Ufc. 

2-7) mmmomm 

^^B^^^'^OBhVrcio S#^3. 6. 9. 12. 15. 18 *3J;r;^ 21 B tc, ±m 

2-8) mmmmomi^ 
^m^m. 21 0 i6~24 1^^^ ^> h A*;nf h u 

A (m^-fb^XH^^^th) 7K^^^ (6. 48mg/inL. 5iiiLAg) (D)IIl^l*I^#^c:<fc^l^®' 
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(3) j^m 
3-1) m^i^m 

MMU. HVJ-ES=^, ISmg/tumor HVJ-E/BLMS^x 0. 2mg/body CDDP 0. 4mg/body 
CDDPa^:teJ:tJf0.2mg/body CDDP-lSmg/tumor HVJ-E/BLM i^TJ*, S-^^21 0*"T? 

mmi^m\t.mnmzmmv. ist^^mi Bo^mmw-m^i^m^'tn^Mixh. 14. 

2716. 00. 2283. 84, 1720. 14, 1367. 62 1022. 34iiiin*'rfe-3/c (0. 4mg/body CDDP 

^« 3 ^J, ^(Dmt^ 10 m o 0. 4mg/body CDDP-HVJ-E m<D±W 1 ^«JTH, 
^6 Btc®3^^*^5»« 122. 27iiiiD»^TliSnU iSL^9 B\zm.Z2m\ S#12 3&^ . 
6 21 0 1± 13. 12~23. 26rf izm^PVtCo (0 4#M) 

3-2) mmMM. 

21 0 (Djffi1^m«J^, Mmm (2570. 35mg) ^HVJ-E (2428. 64iDg) > 
13mg/tunior HVJ-E/BLMP (1680. 65mg) ^0. 2mg/body CDDP if (1619. 79iiig) > 
0. 4mg/body CDDP Sf (1164. ISmg) >0. 2iiig/body CDDP-lSmg/tumor HVJ-E/BLMP 
(987. 33mg)>0. 4nig/body CDDP-HVJ-E if (90. 4mg)«»JiKT'fe-Dfco 7^*5. 0. 2iiig/body 
CDDP-13mg/tumor HVJ-E/BLM if Ttt, ig#^lC#feUfc«07&« lOm^Zm-vm^ 

U±<Dm^*^ ^> ISmg/tumor (D HVJ-E/BLM «^ tc^fll bJ^c CT-26 mmiz 

M\^ri^Mmi¥m^^v^ ^a)f^ffl«. $e>tccDDPMi*iis#t<D«fffl(cJ:'p*i 
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4. -fv^-^^ yymifi. ':/v^^^ yy^^tcu^oWM^mzm^-^MM. 
3 o^^^nis^ 1 -m^WL(DmMuno 

^^^u-^-^ yy-vh^. if 1 —4 (Tjv^-rm^ 1 ^iBifeoE^iH^Jo 

6. C7-r;i/X5&^. ubP'>-r;^x^. b:^':7'r;i/x^> uni-^-ijvT.m. y 

;i/x*5i5Tfes. 1-5 0Vi-rn*^ 1 ]fii3m®Ems{^Jo 

w^^^)]^7.. ^)\^^M<y\^7s. "o^y^yo^is^T.. at^^v^M^yvT^-^t^ 
tt-f >7;vx>if -^-f 6,s«n}fc i if i - 6 ©v^-fn*^ i 
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9 . m^M'c$>^m^^ 1 ~ 8 m^-rtif)^ 1 mmm(ommmMo 

1 I . h U h > (Triton) XlOO, ^'t^iyU'-)Vmi^nL\t^om.> 

1 2 . @j^0cD?&sg^f!ii?*s. mim 1-11 ®vif n*^ i ^ism^^^it^Jo 
$.-5> 19^^ 1-12 ©vi-rn*^ 1 ^KiBm^EH^j^Jo 

1 7. mm^mmm<Dmi)miLmm'v&^^ m^mi 3mm<Dmmmmo 

19. m^mm^> -^xy^^Xcisplatln). :«3;V2j^:/^^>(carboplatin). 
;i7:^7^> (Parapratin) ^fctt^^:^^5^> (nedaplatin) 5&^e>Mt^nfe-aT 
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2 0 . Rrni^^Mif)^. 6-;<;U;^3y U > U (6-mercaptopurine riboside) . 
xy>'i$'t!>(enocitabin), i^^yAi^^^'tfXgemcitabineHCl) . :«7;W^:7-;V 
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